with abducting nystagmus. There was generalised muscle wasting with corresponding weakness in the limbs, more marked proximally. The trunk muscles were also weak. All tendon reflexes were brisk and the plantar responses were flexor. He showed upper limb ataxia, but coordination was difficult to assess in his legs due to weakness. There was a coarse, irregular postural tremor of the hands which increased on action, and a smaller amplitude tremor of the head and neck muscles. Occasional myoclonic jerks were seen in the perioral muscles and both arms. Expiration was frequently interrupted by jerking, probably due to diaphragmatic myoclonus. Pinprick appreciation was absent in the feet and diminished to both knees, and proprioception was impaired to the ankles. Standing from a chair was extremely difficult; his gait was unsteady and rolling and he was unable to walk heel to toe.
The following investigations were normal or negative: routine haematology and biochemistry (including blood sugar and liver function), acanthocyte screen, syphilis serology, vitamin B1,2 and folate, creatine kinase, vitamin E, lipid and protein electrophoresis, chest radiography, and cerebrospinal fluid analysis, including electrophoresis. With the exception of hexosaminidase, lysosomal enzyme activities were normal.
Plasma, leucocyte and fibroblast hexosaminidase activity was assayed using two synthetic substrates: 1) 4-methylumbelliferyl-An adult onset hexosaminidase A deficiency syndrome with sensory neuropathy and internuclear ophthalmoplegia 2 -acetamido -2 -deoxy-p-D-glucopyranoside, which measures both hexosaminidase A and B; 2) The sulphated substrate 4- 
